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Alter consiast rate Intravencus aRfusion 1o healthy male volunteers. dilnazem exhibis nonlinear pharmaco-kinetics
over an infusion range of 4.3 1o 1.2 mg/h for 24 hours. Crver this infusion range. as 1he dose 15 increased. sysiemie
clearance decreases Irom 64 10 48 L/ while the plasma elimunation half-life increases from 4.1 to 4.9 heurs. The
apparent volume of distbution remains unchanged (360.10 391 L. In panents with atnal fibrillanon or anal
flunier. diluazem systemic clearance hay been found to be decreased compared o healthy volunteers. in patents
administered Bolus doses mpging from 2.8 my o 385 my. systeme clearance veraped 36 L. [n panents

d

Patients with $ick sinus syndrome except n the presence of 2 funcuioning ventnGular pacemaker

~

Patients with second- or thurd-degree AY biock except 1n the presence of a funcuOmNg veRtnculal pacemaket
Patients with severe hypotension or candiogenic shock

Panhents who have demonsirated hypersensiuvity to the drug.

L

2drminisiered continuous infusions at 10 mg/ or 13 mg/h for 24 hours. dillazem sysiemic I g
42 L/ and 31 Lh, respectively.

Based on the results of pharmacokineuc studies in healthy 3 oral diliazem
hydrochlonde formul rae infusions of diltiszem hydrochlonde st 3, 5. 7, and L1 mgh
are predicied (o produce sieady-stare plasma diluazem concenirations equivalent o 120-. 180, 240, and 360-mg
total datly oral goses of dunazem hydrochionde tablets or extended-release capsules.

After oral agmimstration. dittiazem hvdrochlonde undergoes extensive metabolism n man by o yhati

Lner dilnazem and intravenous beta-blockers should not be admimsiered (ogether or 10 close proximay
{within a few hours),

6. Panents with atria] fibrillanon or anal fluner associaued with an accessory by pass tract such as in WPW syndrome
or shont PR syndrome.

As with other agents which slow AV nodal condaction and do not prolong the Telractonness of the accessory
pathway (eg. verapamil. digarie), In rare instances palients in atnal fibnltaton of atnal flukter associaed with an

y bypass tract may exp a Ly life-the In heart rate accompanied by

N-d hylavon. and O-d hylation via cyiochrome P-430 (oxidatve boli n w0 e
Metabolhites N-mono-desmethyldsluazem. desacelyldiluazem. desacetyl N d hvldll desaceryl-O-
desmethyldiltiazem. and desacetyl-N. O-desmethyldiltiazem have been denufied in human unne. Following oral
admanistraiion, 25 (o 3% of the unchanged dhltizem appears in the unne. Drugs which induce or inhibit hepanc
microsomal enzymes may akter diltinzem disposition.

Following single ing of dil drochloride, h . plasma of
N hyldiltiazem and tyldiltinzem, two principal mewbolitss found n plasms after oral
administration. are typically nok detecied. These membolites are observed, however. following 24 hour conslioit mie

Towal radicactivity folh g short 1V admi in healthy volunteers
suggests the of other wrudenufied bolites which artain higher concentranons than thoxe of diluazem
:n]d are more slowly ciiminated: half-life of toal radioactivity is about 20 hours compared 10 2 to 5 hours for

Litiazem.
Dulazem 15 70% 10 B0% bound 10 piasma proweins. In vitre studies suggest alphay-acid glycoprotein binds approa-
imately 30% of the drug at cl My sigmifi anons. Albumin appears (o bind approximaely 30% of the
drug. while other bind the bound feaction. Competitive i vitro Ligand binding studies have
shown that diluazem binding 13 not alered by therapeutic comcentrations of digoxin, phenytoin,
drochlorothiazid h propranclol. salicylic acid, tolbutamide. of warfarin.

h pheny

Renal insufficiency. or even end-stage renal disease, does not &ppear to

ol sdnuniseation. Liver cirrhosis was shown 0 reduce diltiazem's apparent orsd clnnncre and prolong its
half-life.

INDICATIONS AND USAGE
Fnigs hlonide tiection is indicared for the foll

¥ ¥ 2 1

_ Atrial Fibrillation or Atrial Flutter. Temporary control of rapid ventricular fae in atrial fibritlation or atrial
flurter. 1t should not be used in pawents with aunal fibrillanon or atnal fluer associaied with an accessory bypass
tract such as 1n Wolfl-Parkinson- White ¢ WPW) syndromw of short PR syndrome.

Paroxysmal Supraventricular Tachycardls. Rapid of paroxysmal supravertricular uchycandias
(PSVT) [0 sinus mhythm. This wetudes AY nodal reentrant wachycardias wd eectprocaung tchycardias

d with an dal ¥ pathway such as the WPW syndrome or short PR syndrome. Unless
otherwise contrandicated, appropnate vagal maneuvers should be d prior io ion of diitiazem

o

hyp when weMed with diluazem hydrochlonde mwection.  As such. the wual use of diltiarern
hydrochloride injection should be. if possible. i a selung where monitonng and resuscitaiion capabities.

Tud cardi sdefibrill are present (see OVERDOSAGE) Omce famibunty of the patient’s
response 13 established. use m an office setung may be scceptable.

7. Patients with icul hycardis. A of oher calcum channel blockers to pauents with wide
complex tachycandie QRS z 12 seconds) has resulted 11 hemodynamic detentation and venincula
fibnllation. It is ymp that an P daagnosis 4 h wide piex QRS wachycardia of
supravemtricular ovgin from that of vesincular ongin prior [ adminstrauon of diluazem hydrochlondes
injection.

WARNINGS

|. Capdisc Conduction. Diluazem prolongs AV nodal conduction and refractoriness that may rarely result
second- of third- degree AV block in sinus thythm. Concomaant use of diltiazemn with agents known to affect
cardiac conducnon may result in additve effects (sce PRECAUTIONS. Drug laterncions). If igh-degree AV
block oCCurs 1n sinus rhythm, intravenous diluszem should be discontinued and appropriste SUPPOFIYE MEASUIES
inshituted {se¢ OVERDOSAGE}. .

1. Congestive Heart Fallure. Although diltiazem has a negatrse inotropic effect 1n 1solated amamal Lissue
preparations. hemodynamic sudies in humans with normal ventncular funcuon and \n paents with 2
compromised myocardium, such as severe CHF, acute M]. and hyperrophic cardiomyopeby” have nt shown 2
reduction i cArdiac index nor consistent negatve effects on contraculity (dpvdl). A atvon of ork
in pauens with scute my dial p Yy 'y d d by x-ry on sdmission 13
contmindicmed. Expenence wilh the use of diltiazem hvdrochlonde mpechon 10 panents with impared
veniricular function is limited. Caution should be exercised when using the drug in such paents.

3. Hypotession. Decreases in blood pressure associated with diltiazem hydrochlonde wnjection therapy may
dly result in symp hyp (3.2%). The use of inravencus caltiazem for control of

ventricular response it patients with supraventricular arrhythriuss should be undenaken with cauuon when the
paLient is COMM d hemody dly. In add caution should be used in panents 1aking other drugs that
. Acuse Hepatic Injury. In rare instances, significant elevanons in enzymes such a3 alkaline phosphatase, LDH,
SGOT. SGPT. and othet phenomena consisient with scine hepalic 1mjury have been nowed [ollowing cral

ility or

volume, my

&

hydrochionde wjecuon. diliazem. Therefore. the potential for acute hepauc inyury exists foli T of
The use of dil hydrochlonde for control of ventricular response in patients with atrial fibrillation or dil i
atnal flutter or conversion to sinys rhythm in patents with PSVT should be undenaken with caution when the paoent 5. Ventricular Premature Baats (YPB4). VPBs may be present on conversion of PSYT w0 winus rhythm with
15 P d g lly or is taking other drugs that decrease any or all of the following: perniphera diltiazem hydrochloride injection. These VPBs are are typically dered 1o be bemign, and appear to
i yocardial filling. dial contractility, or electrical impulse propagstion in the my i have no clinical signifi Similar 1 pl have been nowd dunng cardioversion, other
For elther indication and particularly when employiag . nir son, the pharmacologic therspy, and during SPORLAREOUS CONVETHION of PSVT 1o siaws ythm.
inchade continuous monitoring of the ECG and froy of bloed A defibrillator snd PRECAUTIONS
smergency equipmens should be readily availabla. Genaral .
. ) . ] - . . ) - Dihi hloride is ively Jized by the liver and excreted by the kidneys and i bile, The drug
]h" mmmclconuollad "r: m_pu!muinwuh ﬁb"“m‘ :; L least mﬂ“”:"::m:‘: of::_lqamn should be used with caution in pabents with impaired renal of hepatic fanchon {see WARNINGS) High
b < o panents. dosages (4.5 mp/kp tid) i d o dogs lhed beadycardia and alieratrons in AV

hvdrochloride tnjection rarely converts awial fibrillation or atmial flutver to normal sinus thythm.  Following
admimistration of one or two mzavenous bolus doses of dikiazem hydrochionde i p usuatly oocurs
within 3 minuies and | hean rate reduction g jly occurs in 2 10 7 minutes. Haeart re reduction may last
from 1 10 3 hours, [f hypotension occurs, it is generaily short-lived. tnt may last from 1 to 3 hours.

A 24-hour cc of diltiazem hyd de 1nj m the of amial fibrilianon or strial
utter mamwuned at least a 0% heart rate reduction during the infusion in 83% of patients. Upon discontinustion
of infusion. heart rate reduction may last from 0.5 houns o Mt than 10 hours (medien durson 7 hours).
Hypotension. 1f 1t occurs, may be similarly persisient.

in the controlled climical trials. 3.2% of patients required some form of imervention (typically. use of inravenous
fluids or the Trendelenburg position) for biood p support following diltiazem hydrochioride injecti

conduction. En subacute and chronic dog and rm stdiea designed 1o produce waicity. high oral doses of dilyazem
were msociated with hepaue damage. In special subscute hepanc studies, oral doses of 175 mg/kg and higher in
Tats were d with histological ¢h in the irver. which were reversible when the drug was disconcnued
In dogs. oral doses of 20 mp/kg were also d with hepauc ch b . these ch were reveruble
with continued dosing.

D evenls progressing to erythema fi
repord followang oral diltiszem. Theref the
wi dil Should a

sndior exfol d have been iafrequently
| for thesc o logi exims following
persist. the drug should be discontinued.

) «

Due to potential for additive ffects. cavtion 13 wauranied in panents receiving diltinzem hydrochlonde npection

in & lked trials. bolus ad of diltinzem hydrochloride injecuon was effecuve in ting
PSVT to normal sinus thythm 1n 88% of patients within 3 minutes of the first or second boius dose.

d with the arrhythmia were i d in ion with

YT L d heart rale of conversion to
normal sinus thythm following admanistration of diluazem hydrochionda injection.
CONTRAINDICATIONS
Dil ¥y 4 ide ion is dicated in: - .
AT - G
S . s ~
el

i

y with other agent(s) known lo affect cardiac contractility and/or SA or AV nade conduction (see
WARNINGS).

As with all drugs, care should be exercised when treanng paucnts with lupk d: Dl
hydrochionde undergoes extenisve mewsbolism by the cytochrome P-450 muxed function oxidase systemn. Although
specific phar drug-drug studies have not been conducted with single nravenous inpection or
e infusion, of diluazem hydrochlonide injection wich other agents which
primanly undergo the sanwe route of biotransformation may result in ¢competitive inhibition of metabolism.
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nus SYndrome except in the presence of a fi g v p

- or thurd-degree AV block except in the presence of a functioning venmcular pacemaker.
hvpotension or cardwogentc shock. v
ernonstrated hyperiensiivily (o the drug.

m and inraverous beta-blockets should not be administered Wogether o7 in ciose proxinury
|

brillauon or atnal fluter assotiated with an accessory bypass Uract such as 1h WPW syndrome
ne.

s which slow AV nodal conducnen and do not prolong the refractonness of the accessory
mil. digoxini, in rare instances patents in atnal fibrillation or amal Autter associsted with an

Digisalls. | dil has been ad d 10 pauenu receiving either intravenous or oral digitaiis
therapy. The combinanion of the two drugs was well 1oierated without senous adverse effects. However, since both
drugs affect A¥ nodal conduction. patients should be moaitored for excessive slowing of the hean rate andior AV
block.

has been ad d 10 patients on chronic oral bewa-blocker theraps. The
cominaucn of the two drugs was generally well olerated withoul serious sdverse effects. If intravenous dilnazem
13 adminstered to patients recetving chronic oral bets-blocker therapy. the possibility for bradvcarda. AV block.
wndior deprestion of contractiliy should be conswdered 1see CONTRAINDICATIONS ). Oral sdminstration of
dulnmm with propranclol 1n five normal volunteers mnl.wd 1n increased propranclol levels in all subiects and

act may expenence a polentially life-thresténing increase in heaft rate
treated with diltiazem hydrochlonde injection.  As such. the miual use of d:lmm'n
ion should be. if possible, w2 sething where g and T

wersion/defibrillation. are present (see OVERDOSAGE). Once farmulianty of the palient’s
ed. use 1h an office seting may be accepuabie.

ular of other cal channel blockers to panems with w1d!

" " ad

y OF prop was PP ly 50%. I varro, propranoloi appears 10 be dispiaced trom
1s binding sites by diltuazem.
Anasthetics. The dep of cardiac itiry. cond! ity. and y as well as the vascular dilauon
d d with may be p by calcium channel blo:nﬂ When used concomiantly,
and cal blockers should be tivated carefully.
Cyciosporine. A phar L b diluazam and cyclosponne has been observed dumng
studies wivolving renal and cardiac transplant panents. i renai and candiac transp a of
cyclosponme dose ranging from 15% 1o 4B% was Y lo cyclosp trough ations similar

to those seen por to the sddition of diltiazem. If these agencs are 1o be sdminisiered concusrently, cv¢insponne

a 'QRS > 0.12 seconds) has resulted in hemodvmmnc detenoration and
artant that an accuraie pretreatment d h wide complex QRS tachycardia of
gin from that of vemmeular omgin pnor to admumstration of dituazem hydrochionide

n. Dil protongs AY nodal cond) and ref that may rarely result in
ree AV block in sinus thythm. Concomutant use of diluazem with agents known o affect
Wy result in siditive effects (see PRECAUTIONS. Drug Internctions). I high-degree AV
rhythm. muravenous diltiazem should be du and appropriate supportive

\DOSAGE).

Failure. Although diluazem has & negative inotropic effect in wolated snimal ussue
yhamic studies w humans with normal vemtricular funcuon and in patienss with a
rdium, such a3 severe CHF, acute MI. and hypertrophic cardigmyopathy, have not shown a
ndex nor L] effects on ility (dp'dn Ad anon of oral dilti

e myocardial infarction and p d by x-ray on sdmussion is
perience with the use of chlmum hyﬂmchlmde injection it palientss with 1mpaired
s hmited. Caution should be exercised when using the drug in such patients.

reases m biood pressure assocised with dilbazem hydrochloride njection therspy may
n sympromanc hypotension (3.2%) The use of intravencus diltiazem for control of
in patienls with supraventricular arthythmias shoutkd be und with caution when the
2d hemodynamically. In addition, cauuon should be used in pmnu aking other drugs that

volurne, or

Ikal g

y. In rare instances. significant elevations in enzymes such as LDH,
sther phenomena conmstent with acuie hepatic injury h:ve boen noted following o)
. the polenual for acute hepatic injury ensu foll 'y of i

ure Beats (VPBs). VPBs may be present on conversion of PSYT to sinus thythm with
d¢ injection. These VPBs are ransient, ar¢ typically considered to e benign. and appear o
nificance.  Simuiar ventnicular complenes have been ooted during cardioversion, other
Y. and dunng sponunecus conversion of PSVT 1o stnus rhythm.

14 extensively metabolized by the liver and excreted by the kidneys and ta tale. The drug
Sulion 0 patients with impared renal or hepatic functon (see WARNINGS). High
S mg/kg tid) sdmintstered 10 dogs resulted m significant bradycardia and sltersuons in AY
> and chronic dog and rat studies designed 1 produce wricity. hgh oral doses of diltiazem
patic damage. In specia) subacute hepatic studies, oral doses of 123 mg/kg and higher in
h histological chianges in the liver, which were reversible when the drug was descontinuad.

should be manutored. especinlly when diltiazem therapy 15 ininmted, adpsted or discontinued.
The effect of cyclosp on dilu has not been evaluated

Carb C dh of oral diltiazem with carbamazepine has been reporied to resolt In
elevated plasma levels of carbamazepine (by 40 to 72%). nesulting in 1oxicity in some cases. Patients receiving these
drugs should be dforap drug

plasma

A 24-month study 1 rms at oral dosage levels of up to LOG my/kg/day, and a 21-month study in mice a1 oral dosage
levels of up to 30 mg/kg/day showed mevlm of carcinogenicity. Thene was Als0 N0 muwgenic response n virrr
OF 2 vivo in mammalian ol assays or in viro in bacteria. No evidence of d fertility was observed in a study
performed in male and female rats at oral dosages of up 1o 100 mg/kg/day.

Erstuancy

Category C. Reproducnon studies have been conducted in muce, raus. and rabbis.  Admunistration ur nnl doses
ranging from five 10 ten times greater don & me/kg basis) than the daily ded oral

dose has resuited in embryo and fetal lennhly These doses. in some studies, have been reponed 10 cause skglml
abriormali I the i/p | studies there was some reduction in early individual pup weights and
survivl rades. There was an increased incidence of stillbinths a1 doses of 20 umes the human oral anuanginal doss
of greater.

There are no well lled studies in preg women;
potential benefit justifies the potenua] risk to the fenis.

use diltiazemw in pregnant women only if the

Diltiazem is excreted in human milk. One repont with oral diltiazem suggests that concentrations in breast milk may
spproximate serum levels. If use of diltiazem is deemed essential, an alternanve method of infant feeding should
be 1nstivuted.

Esdiatric s
Safety and effectiventss in pediatric patents have not been established.

ADVERSE REACTIONS

The following sdverse resciion rates are based on the use of diltiazem hydrochlofide injection 1n over 400
domestic clinical tial patents with atrial Rbrillation/flutier or PSVT under double-blind or open-Iabel conditions.
Worldwide experience in over 1300 patiems was similsr.

Adverse events reponted n lled and clinical wials were pgenerally mild snd trangient.
Hypotension was the most commanly r:pumd xtverle event durml clirncal tnals. Asymptomasic hypotension
nocmudmﬂ%ofpmm Symp hyp d in 3.2% of patiens. When tresment for
hyp d. it g ily d of ad of saline or piscing the pauent in the
Tnndelenbur. pounon Other events reported in st least 1% of the diliazem-treated patients were injection site
reactiont {eg, itching, burning) - 3.9%, vasodilstion (fluthing) - 1.7%, and wrhythmia (junctions rhythm or
isochythmic dissocision) - 1.0%.

) mg/kg were also associated with hepatic ch . these ch were sible

ogressing to erythems mukif and/or exfoliative o have been minqumdy
| diluazern. Therefore. the p for these o ) enise fi
diluazem. Shogld 3 dermatologic reaction persist, the dru| should be discontinued.

In addition, the following events were reportad infrequently {lexs than 1%):

Cardiovascular: Asystole, strial fluner, AV black first degree. AV biock second degree, bidycandia, chest pain.
congetve heart failure. sinus pause, sinus node dysfunction. syncope. ventricular wrhythmua. ventncular
fibrillation, ventricular uchycantdia

n logie: Pruritus, 5
' C )

Jitive effects, cawtion 13 warmanted in patients ng
er agent(s) known 1o affect cargise contraculity andior SA or AV nod: conduction (see

€ should be exercised when weaung patients with multipl di Dil

3 Bohism by the cytoch PASOImnedl\uncumomdmaym Ahhau;h
> drug-drug inieracuon studies have not been ducted with singhe

$ infusion. coadrmmstration of diltiazem hydrochionde mjecuun with other n;enl.l whnch
me route of browansformation may resull in of

3

G 4 d SGOT or alkaline phosphatast, HAUSSH, vomiting
Nervous System: Dizziness, paresthasia
Other: Amblyopia, asch dry mouth, dysp

Although ot cbserved in climoat mials with diltiazem hyd de inj
ored diltiszem may occur:

Cllmr: AV block {third degree), bundle branch binc., ECG sbnormality, palpitations. syncope.

exoaty

edema, h hyp

the fol}

Ng EVETs with




{
b

Dermatologic: alopecia ervthema muluforme (ncluding Stevens-Johnson syndrome. (0XIC epidermal necrolysis).
exfoliauve dermatinis. leukocyiociasne vasculis. petechiae. photosensitivity, purpura, rash, uricana

Gastrointestinal:  Anoreua. diarrhes. dysgeusia. dupepsu mild elevahons of SGPT and LDH. tharst, weight

ncredse -

Nervaus System:  Abnormal dreams. amnesia. depression. eatrapvramidal symptoms, gait abnormality.
e nerv 5. pe liey change. e. tremor

her:  Allergic ok T facial or penorbual edema). CPK elevation. cpmnls eve

mtation. gingtval hyperplasia. hemolytic anemia. hyperglvcemm P bleeding ume,

muscle cramps. nassi congeston. NOCtUra. ostecamcular pain, poiyuns. retnopachy. u:ull dnfﬁculues
thrombouy lopenia, unnitus

Events such as myocardial infarction have been observed whach are not readily distinguishable from the naural
history ni the dis¢ase 1of the patient.

Dilliazem hydrochlonde injecuon was wsied for panbiiity with three iy used Inra Nuids at 4
maximal concentranon of | mg diltiazem hydrochlonde per maliduer. Diltiazem hvdrochlonde njection was rosnsd
to be physically compatibie and chemically siable in the follow ing parenterai solutions lor at least 24 hours when
stored in glass or polyvinyichionde (PVC) bags ai controlled room temperature 153-30°C 139-B6 F) or under
refngeration 2-8°C (36-46°F).

+ dextrose inection 3%
« sodrum chionde injecuon 0.5%
+ dextrose {3% ) and sodium chloride (0 9% injecuon

it is ded that diluazem hydrochionde inecthion not be
muxed uurh my other d.ruls wn the same container.

If possible. 1t is recommended that diltiazem hydrochionide inpecton ot be co-inTused in the same iNravenous line

Physical incompatibiliues (precipitse formation of cloudiness) were observied when diluazem hvdrochionde
m;u:-uon was infused in the same inwravenous line with the lollowing drugs: acetazolamide. acygiovir.

OVERDOSAGE
Iline. illi sod d.
Overdosage expenence 1s hmmed. [n the event of overdosage of an eu"erllm FESpONse. APPropnate supp . - i hvel i :;:mlum mun:’nlx:;.ﬂl.:luium":(x:ﬂur?lrm:o.k ":‘tmperuunc. '"M:‘P;.umm
Joved. foil hyip
measures should be emplo The 13 may be succinate. mezlocillin, majcillin, phenytow, rifampin. and sodium bicarborate
Bradycardla: Adminsier arropine (0.6 1o L mg). If thers is no resp 1o vagal blockade ad | 2 | drug products should be visually for mauer and di pror 1o raon
cauniousty. h Lt and Ptl‘lll'll ’
High-degree AV Block: Treut as for bradycardia sbove. Fined high-degree AV biock should be weated with Transition te Forther Am Therspy
vardiac pacing Transilion 1o other anti hmic ageris following sdmini of diluazem h ide 15 g Iy

agents (isop P or ) and di

Cardiac Fallure: A T
Hypotension: Vasopressors (g, dopamene of levanerenol bilartrate ).
Actual rearment and dosage should depend on the seventy of the clinical siuation and the judgment and experience

safe. However, reference should be made 1o the respective agent manufacturer's package wnser for minrmanon
relstive 10 dosage and adminisiration.

I controlled clinical trials, therapy with
wirinl flumer of for prophylaxis of PSVT was g

ic agems (o duced hean rate in amal fibntlation or
y suarted within 3 hours after bolus admimistranen of diluazem

of the treaung physician, hloride These antiar agents were muavenous or oral digoxin. Class | anuarrhythmucs
Diltiazem does not appear o be d by p | or hemodialysis. Limited data suggest that plasmap teg, quinidi de). calcium channel blockers. and oral beta-blockers.
or charcoal hemoperfusion may hasten diltiazem following ] Expenience in the use of antitithyth foll wifusion of dultiazem hydmchlonde myection

The intravenous LDgg's 1n mice and rais were 60 and 38 mp/kg. respectively. The toric dose tn man is noi known.
DOSAGE AND ADMINISTRATION

Direct Intravenous Singie Injections (Bolus)

The imtial dose of diltiarem hydrochionde injection shoukd be 0.25 mp/kg actual bodv weight as & bolus
admamisteted over 2 manuves <20 mg 15 & reasonsble dose for the average patient). 7 rupome is inndeqnu. .
second dose may be adminisiered afier |5 minutes. The second bolus dose of dihi hyd
should be 0.35 mg/kg actual body weight admunistered over 2 minutes {25 mg is & reasonable dose for the lvmge
pauent). Subsequent intravencus bolus doses showld be individuslized for each pabent. Patients with low body
weights should be dosed on a mg/fig basis. Some patients may respond w0 an initial dose of 013 mg/kg. although
dutanon of gehon may be shorer. Expenence with this dose s limed,

Continyoys lotravenous infusien

For continued reducuion of the hean raie (up to 24 hours) in pabents with mnl ﬁhnlllnon or amal flener, an

intravenous infusion of diltiazem hydrochlonde i may be ad ly foll g bolus
administration of 20 mg (0.25 mg/kg) or 15 mg (0. JS mg/kg) dlltuzem hydrochlond and of
heart rate. begin an intravenous infusion of diltiazem hydrochl The ded inival inf

rate of diliazem hydrochloride injection is 10 mgh. Some palienis may maintain response to an initial rae of
$ mg/h. The intusion rate may be increased in $ mg/h increments up to 15 mph as needed, if further reducuon in
heart rate 15 required. The may be mai d for up to 24 hours.

d o | h k Dnmuon of infusion longet than 24 hours and

Cnltiazem shows di

infusion Tates greater :han 15 mg/h have aon veen swdied. Theref: duranion g 24 hours and
infusion rates exceeding |3 mp/h are ot recothmended.
Diiution: To prepare diltiazem hydrochioride injection for i fusi y ransfer the

appropriate quantity {see cham) of dilnazem hvdmchlonde injection (o the desired volume o(elther Nonnll Saline,
D5W. or DSWA).45% NaCl. Mix thoroughly. Use within 24 hours. Keep refrigerated until use.

antiey of A chami
Diluent QDuiltiu'em Final nstration
Volume Hydrochionde | Concentration .
Injection w Add Dowe Infusion Rate
2 2 10 mg/h 10 mLm
100 mL 115 mg (25 mL) L mg/ml 15 mgh s
10 mg/h 12 ml/h
20mL | X Y
m 50 mg (SO mL) | 0.83 mg/mE 15 mgh W
10 mg/h 22 mb/h
somL | 2350 S0mby| 04
i S0 m) mg (50 mL) 5 mgfmL 15 meh -

* 5 myg/h may be appropnaie [*= some patients.

agents
is limued. Patients should be dosed on an mdmdunl basis and reference should be made 1o thy respecuve

‘s package insert for inf relanve to dosage and admimstraton [
How Sappiiad:
Dila Hydrochloride Inj 0.5% (5 mg/ml ) 13 suppiied:

5 mL vials in canons of &; NDC 11088-506-05
10 mL vials in carons of 6; NDC | 1098-506-10

SINGLE-USE CONTAINERS. DISCARD UNUSED PORTION.

Storage: Sioce under refrigerstion 2-8°C (36-46"F). DO NOT FREEZE. May be stored ar room iemperature for
up to 1 moath. Destroy after | month at room tempenature.

CAUTION: Federal lsw profobits di without p T
Manufactured for:
Taytor

ticals Decarur, IL 62522
Marnufacrared by:

Chesapeake Biologicaj [.aboratories, Inc.
Batumor, MD 21230

DHOON Rev. 1097
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A Ban

Diltiazem Hydrochloride Injection, 0.5% (5 mg/mL)

DESCRIPTION: Diuj hyd, de is a calcium ion influx inhibuor (slow channe| blocker or calcium
channel anuagonisr), Chenucally, diliazem Wydroch) de is 1.5-be iazep kiHm.J-uc::,\rloxy)-.‘»-[.'!-
(dimethyiamina jethyi)-2, J-dihymv-l-ﬂ-rmm:yphenyl)-. monohydrochlonde. i+ )cis-. The stnuciural formuia os:

OCH,
* HCI
8
@ OCOCH; .
N
1 o

CHICHaM{CHa)y
The mokecular formula is €a3HagN0,S-HCI

Diltiazem hydrochloride is a whitt o off-white crystalline powder with § biner taste. It is soluble in water,
hanol, and chi ™. 1t has s molecular weight of 450,99,

Diluazem hydrochloride injection is a clear, coloriess, suerile. nonpyrogenic solution, It has & pH range of 3.7 10
4.l ‘

Diltiarem hydrochiori N s for direct intravenous bolus injection and infusi

slows
Tuner. Dihtiazem convens Paroxysmal supraventricular achycardia (PSVT) o normal sinus rhythm by niefrupting
the reentry circuit in AV nodal tachycardias and recip ing tachycardiag, f. Wollf-Parkinson-Whiee

peripheral lting in a d mbumsymlw-dmmbhod
hmmmwm‘“ hydrochioride admiai ‘Mwmlyinsin.kbmuduu.
followadinmc-ubyl i infusi duced biood p 3 ic vascular resi . the e
Ppressure product, wwmmmwmmuwﬂw. In & limied number of
studies of patients with proctised my dium {severe . -I-:nf-‘lm.mmynwdwinf-:um.
hypemupaicﬂlrﬁmyopuhy).dlllini-nn‘onof' wnoud diltiazesn prod: no igrificant effect on
Lility, left 1 end disaoi; or pul Y capiliary wodge Prvssure. The mean ejection
ﬁnmmlcudin:mpmrum hanged or i d. M I hemod! effects uaually
ocmmdm‘danmSmimmoﬂninjnﬁm.Hm.inm' ing of cong, ive heart failure has
hom!epomdmmnuwnh, ing iy ular function.
Thepmhn:umnof?knm.i correiated npnﬁunﬂywiﬂnﬂnmdﬂmum normal vol
usmgdnsmmduE,mlmdgl Cuqumhnm.lymtumm.wﬁummhloodmm
m:mmmmlmumplum ' 10 normal vol Rad) i mean anensl pressure
correiated linearly with diltistem Pplasma concentration i & Foup of hyperengive Palienis.
mmmmﬁmlmmmnm.-iniﬂmlmmnm the percery
reduction iz HR and piasma dii uhng the § dal B,y mode! Moﬂﬂulrellnouhp.
the mean plasma diltinzem 3 ired 10 progu nzoidmuuinhemm-ndeummmh

80 ng/ml. Mean p:umdimmmm:nmuormwmmmwmmmmmm
mm:inhmmeofmwm.

Following a single intravenous injection in healthy male voi diktiazem hyd: ide appears to obey linear
phwumtlmtimovendme fange of 105w 21 mg. The plasma el balf-lifa is ly 3.4 hours.
The app: volume of distib dili i y 303 L. Dili is ¥ bolized 1o

1% app
the liver with a syMemic clearance of spproximately 65 L,



